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DETAILED ACTION 
Status of the Application 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
8/7/2007 has been entered. 

Claim(s) 4-13 have been cancelled. Claim(s) 1-3, 14-28 are pending. Claim(s) 
1-2, 14, 26 have been amended. Claim(s) 1-3, 14-28 are examined herein. 

Applicant's amendments have rendered the 112 and the double patenting 
rejections of the last Office Action moot, therefore hereby withdrawn. 

Applicant's arguments have been fully considered but found not persuasive. The 
103(a) rejection of the last Office Action is maintained for reasons of record and 
modified below as a result of the new claim amendments. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 
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The factual inquiries set forth in Graham vs John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1, 3, and 14-28 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Labrie (5,362,720), and Labrie et al. (WO 96/26201), and Applicant's 
admission regarding the prior art in the specification at 2 lines 3-4, for the same reasons 
of record in the previous Office Action November 18, 2004. 

Labrie (5,362,720) teaches that estrogens such as l7l-estradiol are well known 
to be used in estrogen therapy in menopausal women. However, estrogens are known 
to induce estrogen-dependent diseases such as breast cancer. Labrie also discloses 
that androgenic compounds or androgenic steroids are useful in methods of treating or 
preventing estrogen-dependent diseases such as breast cancer. See abstract, col.1 line 
35-38, col.4 lines 45-48, col. 10, and claims 1-30. 

Labrie et al. (WO 96/26201) discloses that the particular SERM, EM-652 (the 
instant elected species) or its pharmaceutical^ acceptable salts such as EM-652. HCI, 
have anti-estrogen activities and are therefore useful in methods of treating estrogen 
sensitive or estrogen-dependent diseases such as breast cancer, which is known 
estrogen-induced effects. See abstract, page 1, page 6-8, 10, and 19-21, and claims 
11-12. 
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Applicant's admission regarding the prior art in the specification at 2 lines 3-4 
teaches that Hormone Replace Therapy (e.g., administration of estrogens) is known to 
be useful in treatment of menopausal symptoms. 

The prior art does not expressly disclose the employment of the combination of 
an estrogen such as l7p-estradiol and the particular SERM, EM-652.HCI, or maybe 
further combining an androgenic compound in a method of reducing or eliminating the 
incidence of menopausal symptoms. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to employ of the combination of an estrogen such as l7|3-estradiol 
and the particular SERM, EM-652.HCI, or to further combine an androgenic compound 
in a method of reducing or eliminating the incidence of menopausal symptoms. 

One having ordinary skill in the ad at the time the invention was made would 
have been motivated to employ the combination of an estrogen such as l7B-estradiol 
and the particular SERM, EM-652.HCI, or to further combine an androgenic compound 
in a method of reducing or eliminating the incidence of menopausal symptoms, since 
estrogens such as l7|3-estradiol is well known in the art to be used in estrogen therapy 
or Hormone Replace Therapy in menopausal women for reducing or eliminating the 
incidence of menopausal symptoms. 

Moreover, 170-estradiol in combination with androgenic compounds or 
androgenic steroids is known to be capable to inhibiting breast tumor or cancer growth, 
and are therefore useful in methods of treating estrogen-dependent diseases, e.g., 
breast cancer according to Labrie. Fudher, the particular SERM, EM-652.HCI, is known 
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to be in methods of treating estrogen-dependent diseases. Therefore, one of ordinary 
skill in the art would have reasonably expected that combining an estrogen such as 
l7p-estradiol and the particular SERM, EM-652.HCI, or further combining an 
androgenic compound would be useful in reducing or eliminating the incidence of 
menopausal symptoms, while reducing the risk of or treating estrogen-dependent 
diseases such as breast cancer induced by estrogens during estrogen therapy in 
menopausal women for reducing or eliminating the incidence of menopausal symptoms, 
since each of components herein is known to be useful in the same treatment, i.e., 
treating estrogen-dependent diseases. 

Since all active composition components herein are known to useful to reduce or 
treat estrogen-dependent diseases, it is considered prima facie obvious to combine 
them into a single composition to form a third composition useful for the very same 
purpose. At least additive therapeutic effects would have been reasonably expected. 
See In re Kerkhoven, 205 USPQ 1069 (CCPA 1980). 

Thus the claimed invention as a whole is clearly prima facie obvious over the 
teachings of the prior art. 

Claim 2 is rejected under 35 U.S.C. 103(a) as being unpatentable over Labrie 
(5,362,720), and Labrie (5,780,460, PTO-892), and Labrie etal. (WO 96/26201), and 
Applicant's admission regarding the prior art in the specification at 2 lines 3-4 for the 
same reasons of record in the previous Office Action dated November 18, 2004. 

Labrie (5, 36), 720) teaches that estrogens such as l7B-estradiol are well known 
to be used in estrogen therapy in menopausal women. However, estrogens are known 
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to induce estrogen-dependent diseases such as breast cancer. Labrie also disdoses 
that androgenic compounds or androgenic steroids are useful in methods of treating or 
preventing estrogen T dependent diseases such as breast cancer. See abstract, col.1 line 
35-38, col.4 lines 45-48, col. 10, and claims 1-30. 

Labrie (5,780,460) discloses that sex steroid precursors such as DEHA alone or 
in combination with an estrogen are useful in method of reducing or eliminating the 
incidence of menopausal symptoms, e.g., vaginal atrophy and diminished libido, and 
also useful in methods of treating or preventing estrogen-dependent diseases such as 
breast cancer. See abstract, col. 1-2, col. 3 lines 44-55, and claims 1-2. 

Labrie et al. (WO 96/26201) discloses that the particular SERM, EM-652 (the 
instant elected species) or its pharmaceutical^ acceptable salts such as EM-652. HCI, 
have anti-estrogen activities and are therefore useful in methods of treating estrogen 
sensitive or estrogen-dependent diseases such as breast cancer, which is known 
estrogen-induced effects. See abstract, page 1, page 6-8, 10, and 19-21, and claims 
11-12. 

Applicant's admission regarding the prior ad in the specification at pg. 2 lines 3-4 
teaches that Hormone Replace Therapy (e.g., administration of estrogens) is known to 
be useful in treatment of menopausal symptoms. 

The prior art does not expressly disclose the employment of the combination of 
an estrogen such as l7(3-estradiol and the particular SERM, EM-652. HCI, and DHEA in 
a method of reducing or eliminating the incidence of menopausal symptoms. 

It would have been obvious to a person of ordinary skill in the art at the time the 
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invention was made to employ of the combination of an estrogen such as l7p-estradiol 
and the particular SERM, EM-652.HCI, and DHEA in a method of reducing or 
eliminating the incidence of menopausal symptoms. 

One having ordinary skill in the art at the time the invention was made would 
have been motivated to employ the combination of an estrogen such as l7p-estradiol 
and the particular SERM, EM-652.HCI, and DHEA in a method of reducing or 
eliminating the incidence of menopausal symptoms, since estrogens such as I70- 
estradiol are well known in the art to be used in estrogen therapy or Hormone Replace 
Therapy in menopausal women for reducing or eliminating the incidence of menopausal 
symptoms. Moreover, sex steroid precursors such as DEHA alone or in combination 
with an estrogen (e.g., l7p-estradiol) is known to be useful in method of reducing or 
eliminating the incidence of menopausal symptoms, and also useful in methods of 
treating or preventing estrogen-dependent diseases such as breast cancer according to 
Labrie. Androgenic compounds are also known to be useful in methods of treating 
estrogen-dependent diseases. Further, the particular SERM, EM-652.HCI, is known to 
be in methods of treating estrogen-dependent diseases. 

Therefore, one of ordinary skill in the art would have reasonably expected that 
combining an estrogen such as l7(3-estradiol and the particular SERM, EM-652.HCI, 
and DHEA, or further combining an androgenic compound would be useful in reducing 
or eliminating the incidence of menopausal symptoms, while reducing the risk of or 
treating estrogen-dependent diseases such as breast cancer induced by estrogens 
during estrogen therapy in menopausal women for reducing or eliminating the incidence 
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of menopausal symptoms, since each of components herein is known to be useful in the 
same treatment, i.e., treating estrogen-dependent diseases. 

Since all active composition components herein are known to useful to reduce or 
treat estrogen-dependent diseases, it is considered prima facie obvious to combine 
them into a single composition to form a third composition useful for the very same 
purpose. At least additive therapeutic effects would have been reasonably expected. 
See In re Kerkhoven, 205 USPQ 1069 (CCPA 1980). 

Thus the claimed invention as a whole is clearly prima facie obvious over the 
teachings of the prior art. 

Response to Arguments 

Applicant argues against the cited prior art references because the term 
"estrogen-dependent diseases" fails to distinguish between menopause (a condition 
discussed in one of the cited references), which responds favorably to estrogens, while 
breast cancer (from another reference) is known to respond favorably. Applicant also 
argues that it is improper to combine two pharmaceuticals whose mechanisms of action 
are known to be in conflict. For example, estrogens are known to activate the estrogen 
receptor, while anti-estrogens are known to block the access of estrogens to the 
estrogen receptor, thus diminishing the activation of the estrogen receptor. 

In response to applicant's arguments against the references, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
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the combination of references. See In re Keller, 642 F. 2d 413, 208 USPQ 871 (CCPA 
1981); In re Merck & Co., 800 F. 2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

Furthermore, there does not need to be a distinction between menopause and 
breast cancer because as stated in the rejection, estrogen therapy in menopausal 
women may induce estrogen-dependent diseases such as breast cancer. Therefore, in 
this manner, menopause and breast cancer are linked. 

Applicant's arguments with respect to the biological mechanism of action are not 
persuasive because it is merely an inherent property of the composition being 
administered to the same patient population. Furthermore, Applicant is essentially 
arguing against the instant invention since no argument has been made against the 
active agents, dosage, or patient population. 

"Products of identical chemical composition can not have mutual exclusive 
properties." Any properties exhibited by or benefits from are not given any patentable 
weight over the prior art provided the composition is inherent. A chemical composition 
and its properties are inseparable. Therefore, if the prior art teaches the identical 
chemical structure, the disclosed properties are necessarily present. In re Spada, 91 1 
F.2d 705, 709, 15 USPQ 1655, 1658 (Fed. Cir. 1990). See MPEP 2112.01. The 
burden is shifted to the applicant to show that the prior art product does not inherently 
possess the same properties as the instantly claimed product. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong S. Chong whose telephone number is (571)-272- 
8513. The examiner can normally be reached on M-F, 9-6. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SREENI PADMANABHAN can be reached on (571)-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
(571)-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



